Searching PAJ 



1/1 s<—i 



PATENT ABSTRACTS OF JAPAN 



(1 OPublication number : 2000-236884 
(43)Date of publication of application : 05.09.2000 



5 1 )IntCL 



C12N 
A61K 
A61K 
A61K 
C07K 
C12P 



15/09 

31/00 

39/395 

48/00 

16/24 

21/08 



21) Application number : 11-177846 

22) Date of filing : 24.06.1 999 



(71) Applicant 

(72) Inventor : 



HAYASHIBARA BIOCHEM LAB INC 

NISHIDA TAKEHIRO 
OKURA TAKANORI 
TANIMOTO TADAO 
KURIMOTO MASASHI 



ft 

CO 



30)Priority 

Yiority number : 10177580 

1 0289044 
10365023 



Priority date : 24.06.1998 

12.10.1998 
22.12.1998 



Priority country : JP 



JP 



JP 



¥ 

171 

8 



54) PEPTIDE 

57)Abstract 

} ROBLEM TO BE SOLVED: To obtain a new artificial peptide which has at least a part of an amino acid sequence of a variable region 
i antiinterleukin-18 antibody, has a property of neutralizing a physiological effect of interleukin-1 8, and can be used for suppressing 
nmunological reactions, and so on. 

'>OLUTION: This is a new artificial peptide which has at least a part of an amino acid sequence of a variable region in antiinterleukin- 
8 antibody, has a property of neutralizing a physiological effect of interleukin-1 8, and can be used as medicines for autoimmune 
liseases, an immunological suppressor, an antiinflammatory agent, and so on. The peptide is obtained, using cDNA obtained in the 
•rocess where the amino acid sequence of antiinterleukin-18 antibody is determined as a material, by linking a base sequence coding 
or a part containing a variable region or CDR of the antibody by the PCR method, or the like, via a base sequence coding for a proper 
leterologous amino acid sequence, incorporating the obtained DNA into a vector, transducing the obtained vector into a host cell for 
ransformation, followed by culturing the obtained transformant for expression. 
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^-r&XU?iJ£W-f •£> D NAiW^ii*. «fj&»* D N 
Ati. Jt^«*-7a-ytji*r#i2 5-2HmA 

bj fc^iN&yvf^y F— ?J:>)»&;h.*cDNAtC 

*j»t« . kh#* 1 1 araraa-mzfl&i** 1 
iwin-H'tftfiaaM^ur. pcR&s-jgjBL-c 

a3£*-* £ i: fc: J: D»* Sot-f - 

7 • if • -x-MT^y h • xff7 • *7 • ry y#j , 

18 5^. 5 87 97bS5 8 8 3S ( 1 9 8840 . R 
XfxjV- 9-ff"W6. f^f-v-Ki332t. 
3 2 3^)M3 2 7H < 1 98830 Sriffctt. -Hl-T 
ft. scFv&tf. **9«tt^trt MdKflK036* 

[0031] JDWfctHvCliHRtc, fc&^T"^ 

F^a-H-r &DNA*A»wfcfBRs-fr*tiei^ * 

«ODNAcof^8ft^a#L^0, &&^l±. ^7fH 

O 1 XUffiR^i&OffiS-CiKtft U£ 0 , D N A tSttSa 
tt^H dO^ODNAtCfc 

M3*ork # i^fMHO^rf - F * a- F-TS D N Alz 

*jtts 5 - ^stx/xti 3 - Tmizms.^mmmi.z 

iS^fSSSHSL IBftafsy. fchaFy. ru*-? 



xWN^iT-^ri:'OJgSffi5!l$rjIfeL^&C:k(im 
•JiTiSrV*. UttfoT. Cl^fHBTV^dDNAk 
te. l9itcork*^7 , f-KSr3-Ff-*DNA. -e<9D 

n A<^ssE^tffi« mw^smztth dna. $ 

jg-r & i t * < . i x{2^ia$rffi!OJs« xmm l 

[0032] wrh d naii m±fyimm}m>ji&$t<r) 
mswB&tzmx Lxzmmtz ztrfx-zh. 

BJJC0DNA12. ilS. ffl^i.DNA<0^®t-?i±tC^A 
$iil>. &&;LDNAtt£^^aDNAfcttCrBri&Sr 
^7 fc*X/C3r 0 . D N A $ A#T*# ftftf , 3S 
DNAftflfJc J: OJtKWSSfcSW-tii 
C<^HB?>DNA£J?AL#.S>^77-i: 
LT(i. ffUxfcf. PET, pKK223~3. pcDN 
AI/Arap^ BCMGSNeo, pcDL— SRa. 
PKY4, pSV2-neo> pSV-2gpt, pC 
DM8. pCEV4 s p ME 1 8 S. pEF-BOS^ir 

3R-*-*fc»o30[<aaii»«iS:^'C^*. ^t5. rot 
h&wi. mtmtamA^zx^nm L 7-i63 

[00 33] Mfrtlf ^-iZZ.<7M B M<0DN A$rJfA 
WtCti. 4"T> ;^B|«DNA^^tfHSft 

w&m%^7?-t zmmsmRxs/xteM^mzj: o 

^T&. it€g^aif^^^-<oflJI8rt=5^^^Ffc:!Hf 

PW^ffl-TI>©JIS^. kO^tt. Acc I. Bam 
H I „ BstXI. EcoRI. Hindi I I, No 
tl. PstI, Sad, Sail. Smal. Sp 
el. Xbal. Xho I ftZZm^tlii . DNABt^ - 

t^rf-mxzmti't&izte. ^izmtx. 

T-- y >y L/cf*. ^rtXIi^i'hT-D NAD 

[00 34] «A^aiiDNA«, jSSail^AL 
T^iS^y^-FO^jS^fflv^iiS. ?g±k LT«. »f 

vm&mmz&tsmmiiz&m-him.. $ ^^ti»ffi 



!(7) 



®>&%:<om£Mm<?>M&MtLXlt. Mz-lf, 3T3- 
Swiss albinott(ATCC CCL-9 
2) „ C 1 27 IifflJB (ATCC CRL-161 
6) . CHO-K (ATCC CCL-61) . 
CV-1»(ATCC CCL-70 ) . COS- 1 
*fflI3(ATCC CRL-1650) , HeLall 
(ATCC CCL-2) , MOP-8»(ATCC 
CRL-170 9) RT/*tlt><?>$£m&$:bll#>b-f 

IB; S^*fflfl&S.t/3tlM^ai^W4»ix-&. 
±tiCicoHBJ<7)DNA5r^A-ri.^i, flaRlf, ^*no 

f - H <Dm&.tf ^ $ fufc ? n - v £ gilfmuf i 
V\ «?liai*^li±«I)ia$rfflV^§,fflmiDNA 

fmmm& , 1993^ ^tt^^t'tc^pf^^^ 

[00 3 5] fcd^T*. »f^tc*3V^Xli, frMOD N A 
x - -y ^ itfl^ h 5 y X =Jx. - v 7 ffi^ i i: «i« 

fflt^roT^i>. zcDwnizxh^ m&om&zmxz 

- v 3 D N A £ 6 2U£ t *7 A )VX 

fflStSAtl . a±Mtf$afc LT<±. -?»>x. 77h. 

*\ oj^. r*. ttt'nmgkLxmmztihm 
$immi>ffiw<n&%z<D£x'^mx'h&: mz. zcox 

5lzLX%t>tih. SiDNAOgA$^ai£. m 
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frhMMt mmrtmt&Mmm!ic?)9mfixii*-Bfttz& 

<D D N A £ ^ A L T =5: •£> h v VX i/* x - -y ? fitfWi# & 
9i\ 1 9 9 6*. ¥±tt?Sfi\ 2 6 97VS2 8 3S 

A^Mft^Wrn br7XK:iAL^ 0 . 

7^ htcfiffixA-rS £ i: 0^«t < D N ASr#A 
Sdk^-Ci?.* 5 . i^^M^. AS. A^. 

ffl-Cfc*. »f< LT^#<c»ix.i.1i!}%fr : 5rV^L«a%^)Ta 
hT^Xhtc. vW^'j^-f-lf-^s^&^PCRftJr 
®fflLTBfrSBODNA$r-^tri>c7)S:^L. 7nb77 

^B^coD N A^iAU^I. b 5 yxy'i- >y 
llf&^ttfX'^h. 3:33. h^yx^'x^'y ^ffi^2:t# 

fy'i^f ■( 7? • i^-T'J^J , SI 6 
^ 1994*, • ri/Xm?. 9 3^1 1 

[0036] io^Bjo^r^- m^-yf- k*3 

rJ-h'-T-g.^ <F>W?i<n> D N A Sr ^ A L-Xtzh ^@Ie^* 
fflfla-^. H7yXyx-77iilXtth7yXyx-7 
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ibxm^nh. m«<?>i&mt&)&t lxm. mm. l 

yo^Si. T7dxM« 19 9J&tfi. OMEM^f 
ifi. Ham* s F12*gifi. IMDM^i, MCDB 
104*g%. MCDB15 3tgifc. MEMiSife. RDft 
t&. R ITC80-7tg*tL RPMI-1630^tfi. 
RPMI-164 0^, WAJC4 0 4*gtfr5:i:#ap; 

if hft&. m*h&w&mmmmm*fih\ x 1 o* 

Ml x l O'ffl/m l x M£L<li. #jl x i o$Tj%. 
1 x l 0*m/m. 1 ggU ^KJ&tTfrS^SttS 

xtgJ^Sl 0 0mg#tf. 

[0 0 3 7] — *HkO«l: , 3fc:l/t»4>ii*. -TOfg 
%Bj<7)DNA$:|6^-ii:^Jl^(i, ijWfe&n LII 

momm - am. ziRtf-gmm &itttim& t' 
zmsL-tz. m< Lxz^m^y^-^^tsmm^ 
%t>tth. m< Lxnt>ti&mmi±. m®. mmmmi 

[0 0 38] Z<D£olZLXnt>tlfzZ(D%Pn<7)'<7'1- 

<7)mmzt5tfhmmnijmrfmmzti2>. mfrzxm<?> 
mwmt lxm. mm. mm. mm. v*m. mm. # 

7h/77^- &fc&'?V~?V'7?~7 4—. j£ffl?CJ 
■7b/77<- 77<-f-f-^07h/77^- 

y^m^au. mm&msmmKt'tfmf t>ti&. zti 
httmtmmLxttmzix&wtt* . znwm^y 
i-wttmncrwtM. mm. il-i 8<D**jfi£ 

^ I L - 1 Q^ay^m. ^=f&. mn&bk'iz^ 

^?°i-nmm-z>zttfx*z,. zlx. Mmmmm 
mizmtx. mm^T+vzmm ■ ma&mLxmvix 

iziz. m^mmmtM^mm lx z <r>wj\,<r>^.y^ h 



^. Mfrhmmt- v*)V4*>{zmim&fFf<n>x'. 

ift?:lv^77 a -r- 4 -?o? h /77 A -tz£ 0 
®g,lzmm-f& Z t WX'% h . £tz. Z<?MWcry<7'1- 
Hli I L— 1 8lZ&mWz&&-r&<r>X\ I L- 1 8<D 

[ 0 0 3 9 ] »f< LT^^il^CKT^IBJcTy^T-f-Hti I 

l- 1 8^s^ffl$r4'SH--i»tt«^fiirri>. ntm 

ff&mAlZ J:S^2 7 2 4 9 8 7#^$g&tX#^F 
8-2 7 1 8 9 -^$8=5: ft, ^gEffl^lffl^tCtitti) I 

m. *7-Mfa<mMmm&com%i&tfzmztix^& 
£otiz. i l - 1 8 \i.$>wm%$3mm tt-tz ztw 

Whfrktc~>X^&. &tz. i&fiJ&l L-l 8\i£.mz 

mi¥mizmmt2>±Mz&v2>&mcnm&z mi l# 

[0040] Z<7)Wft<r>'<7'^-\ ( \t. t hSr^-tf>t?lJS 

<*>m Lxft&Kfozmi Lxwm-r hvmtt^hn 
x. mtfcft&Kmizmm? <r>mm.^^m ■ ^rs 

fcZffiW-t&tzsrxDhOX'h&tf. ttkLX. %cr>m 

zmz.m^x. £.mz3m%&mzi>tzt>-tzt:tf$> 
h. m\mz. mxM. nm. srm. -m. im. m.m 

mt&k. mnmmAmzttthmm&^fvm.miz 

m { £.th ztrffoz. mttommzzmt . mmom 
m±. wz-if. Tiojuyxnxoiz. n^iiiwotcD 

h. &^$vg&mza^x\S.. Wtti(?>i>(r>bM.M 
<7)^y°^Y\t. b h £'&tsmf\Mlz&5--$-& t . mt^h 

(Oim-f-mizma^mth. trz^x. zw&w 
x\^o m&®mg.t ii^Ks&7)nMizmm-ti,mBx 
h->x. zcry&w^y+Yimmxiimzizifcmvx 
%3mxii^mu%z>-?'^x<?>&imk^o zbiz&K, . m 
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vv-n-m. * : J*ym. hiv 

4Nf£>*tS. =5rtJ. i<O5HB<0^7 , -f-Kii. I FN— r 

iff. ifiibc. jff-m. f ffim%t'<r)mm&. em 
m ■ HaBsa* ettPffc. mmm^-k. mm 

ssje. w», msbse. ja*. aj 

Witf . To 4 'J >\ f-sj-r U y, ?nf 

)V. ^^-7ioy, b^Sy-B,. b*^5>B 2 , t' 

y%t' com&Mnmt&zim-t&mvizwm lx i> i 

V*. ^ftfitcfcvvc. I L- 1 8#F a s U 

1 8<o*fflfla* i 4>o^sr^-rs^3& s Jb-&<o"c. 

^HJ^^Tf - H(±. Fas Jtf/F as'J H^'ra-^-f 

^-*yyy#i, ftMffimmmfc. mmmmmmfc 

[o o 4 1 ] »f< Lt; ^&)f$.frt vxznftwn^y 



/p^f-^j. «^as^J> ^fegEW^iffl. nwun. sja^it^ 
mzvmzti. zcrmwey^T*}- h * o . 000017b 

1E1 0 0% (w/w) % MiL<Ji. 0. OOOlTbS 
2 0% (w/w) ^-CSr^. 

[0042] z<own<DB%®m£.mii. ^w<t& y 
mm. a*, wxm. mm. r^^yh. & 

mL<imm$mt<Dmjmit Lx<n&m*i>&$r$- 
h. &%Mt lxh. mtif. m.mrfl'-rsy**?*- 

—x. -?iV\ — x. M/ao-x, y;ub'i — iv. -?tv 

— ji,^ 7>-i — v-y^-v kinm'S.Rxf 
tz. wmLmhifo^m&ms'g.t lx&. mm. f 

K506. //V33/Pf-3^ ^D7tX7rS 
77 5 h\ 7X)V~7ry. 7x-7Syvx^-K. ^ 

tkuv-a. L-rxv\*7^-b\ t'y^'jxfy, b 

gfj^®*^^. ^M^J^ri:<7)fl!JtCs I L- 1 8 
WV<F>*T4 httJ W%&fcTy**-XY*?l L-l 

j*y-6 i %®fom&m. 4 >?—n4*y-&&&i* 

F->s^#:. 4yf—a4*y-l&&fa. Ay-9— 
a-i^-y- 5g^f*S.t>M y?— n-f 3-y- 8g^W- 

[ o o 4 3 1 $ ^ (DftBnnm&im&mtimm 

S^Cfg (4fg*"C) ^L<{i-eo^ ( 1/4 0£T) 

w^'Ji: lt{4: liltM. iBDW;- r ltt«l;-«IBB-.- sw*-"*-*" 
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imB.mi&nmiz&5- lx bftsawzft* lxi>x 
(oil- i8K*a. 0$i.i£. j&ti osix^nsifli 

m*. mt*mitimAiz£&tmv-8-2 3 1 5 9 8-^- 

- 4^«Etta«aia8c*\ 10-96730^ 

h. areff** mmzLxmfezti&mmmtztirt&m 

mmt imtiili , ^S£;^<o#:|ty;::fcft& I L - l 
8<0®^J*^«SI$n-&. 8r< LT*i$l§*t&. 
tittS IL-1 8<503S*JMSr+WL#i.*<7)^<^BB^ 
^T^- F £-£tf 31££&J'J£ *<3J8«fcftWUr J: 
I L - 1 8 £ "Mil U#& £ <7)f6Bjio^7-^- k<7)4 

u\ mm^7i-v<mm s $>*<7>i9i5'm&izj:')m%$> 

a*. I L - 1 8 co*te*r LT t/WfrC i / 2 * 

8^m^titz^mWl^LX . U*fcJUi2*J3Lhfc: 
M£L<fcL #1 OjugJbSl 0 0mg/IsI<7)fflS-r\ 

i jbS4 ia/BX« i Jbm. 5 m/mnm&v 1 bj^s 1 

<7)i§*J^r IL-1 8 iZ&Bt h m&jzm.g.Ltz£&<,zm 

m&x-t&fiK ****** &%frt>v>'-v$L*mLL^ 

<rm%<r) D N A £ jitt<^lK?fl8£<3*fr & fc Btttc LT 



«rj , 1996^ m±#5tmzi>mi&ztix^&. 

[0045] ifc, ^of|Bg«o^7*^-h't:{i, IL-l 

tstti^fesw. mtL't-r+vz^mfStftb^hz. 

<7MW<r)*WP\RtmWftimft,z . I L — 1 8 tc 

li. I L- 1 8<0ilt«£^ IL-1 8C03gfJ^tcg 

HB<7y<f-7*f- Fli I L- 1 8Sri2iSL. tt^-ftttK^ 
hh<T>X\ %f&CDZb&Wt?. lL-18*mWiLfz<0 

c <7mmco^.y°^- FJi . i l - l 8 

[0046] £it\ ^ (^mcD^m^m^ # , 

jlT^U— X3 Ifif^o--y/ii& > 19 
9 3¥. ^ttfl^i: JctSK* SiiTV^* . 
[0047 ] 

[00481 

[syt«i-u <aiL-i8tjtf*M0iHR> 

[0049 ] 

(a) ] <tal L-18tn:*2r^-rS 
M7'J F-voaH?> |5lt^ltajmAtcJ:S!»flPm2 
7 2 4 9 8 7 ^fgfcSBBW). JMnaUfkCJ: S *f'J ^ 

^lcstrsyKiurttitM L-istu 

f8-23159 8^#gtCfemo^L^* { oT. i 
^•K'J^7*^-F$rCiJSi: Ufflv^tBALB/cV7X 
£^iSf^L. ft&S&ftZtitiWX* 9MUM 
L/i. W8-2 3 1 5 9 8#^»8fc8E» 

Sp2/0-Agl4«)B(ATCC CRL-158 
1 ) ktf«-&RjE<C«LTv\>f F— v££j££-t*\ 
^^5r-7-f 7n7b-h Cllfo^jiLf.:^. 3 7X: 

[00 50] Ht»»aiHAfc:J:*1«B¥8 

-23159 8#^fcKtt<0:frifcfcLfca*r>T. #•> 
y«j F--e<0*S«±»k5fe(c»fct h I L- 
1 8 i: tORiStt^xv-r^ A-f A J T ••/ -fe-f icJ: OIS 
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7fcK##S?ft£jSfflLT. tftt M L-l 8iXik*m. 

[0051] ft^M/'J K--7t7)#— ^o-^Sr 
9 6 •> x/U-?4 ? o7l/- h OH* <n*7 xA'TS&ftfc: L 
fc*^TtgHLfc&. ^ft-? *U9igli_LitO I L - 1 8 

tpmmzwmLtc. i l- i s^mrna. i l- i so 

£JItfUil<Wfco-C£>£. ftgffi3MIJ!&£im& I FN 

fcteJ: OW^Uc. &&fiS*fflB&i: LT h h^-i-Mtt 
Qilnffig.%(D®MmMlz Etjjfci" SKG-lIKATC 
C CCL-24 6) S^imtLTiie^ 
iff 5:10% (v/v) Vi'%i , Jmm*m&LtiB.PM 
1 16 4 Oigtffi ( P H 7 . 4 ) tci OI-S<!^iI^S$ 

-t. ^m^«o*ffljias:tcm-s*-ciiM$-y:^KG-i 

«Bfla^3 x 1 0 6 fli/m 1 iz%&£ afcio 
% (v/v) ^^fl&iEjmmSraJ£L^RPMI 16 40 
*Site(pH7. 4 ) 9 6-)x^-f^or 

iz-M^x/l'ifc 0 0 . 1 m l -f^yftikLtz. — 

±JET-#5th ML-18<05n g/m 1 ?§?£0 - 0 5 
mlt. &®^OVvm*>Xti#!Si: LT 1 0% < v 
/v) ^>-fl&iSJfiL»5:*iJg.L^RPMI 164 0t§«6 
(pH7. 4) 0. 05m 1 t£^L*:f£. #>7x;W 
fcSS&Db*:. 3 7*CT'5%C0 2 ^>'dri'<.— ^-4>2 
4B#ra-f y^fi^-h L*:f&. «-^x;W*^t^±?f5r 
0. lm l-f-?S5IXL. FN-rOSSril 

^op^fegsos^t j: o *je bfc . i fn— r nwm 

ff a t LT. *llll^«W±9f^)f*^A^L^t h I 
FN-r (Gg2 3-90 1 -530) £fflV>*r. 

mthhtifz I L- l SfciS I FN-r«9j&£ot8S 

'J K— 7<DJ£— ?u— :x£3iiRL. f#125-2Hj 
[0052] 

[flJfcffij 1-1 (b) ] <tn; IL-1 8Jjt^PM> ^ 
fflSffll-l (a) Z'MjRLiZ'UT'V Y--?<T>7vi-> 

r#i25-2Hji mtmmxtzj:^m^8-2 

3 1 5 9 8^&?8{c|»Xfr8;KL£# { -oT. BALB 
KL, 3l&tt&1SHPP8-2 3 1 5 9 8^f8^IS^ 

5-2 hj <?>m4iLtz&—7v->mftznmLfz. n 

li. I %GiCr>-7 ? XlzmthiinX'h^tz. H$fe#i]i 

- 1 ( a ) \z%m<r> i l - 1 s \%mzm t t 



WtCJi.offlitiSc#Wfc IL-18KJ:&KG-1 $fflj& 
(ATCC CCL-246) £i3(t& I FN-rOl 

Mm*WS-t& h<7)X'$> 0 , IL-1 84>*SatisT£> 

f#125-2HmAbj t^U. 
[0053] 

imfoM 1 - 2 ] <tt I L - 1 8fii#£*>»t 
OT 5 y ®!E?iJ> ^fefll 1-1 ( a ) vf H 

-7<o;D-y r#i 2 5-2Hj Sr. JSJ&tcLfca*-* 
X. 1 0% (v/v) »>^JM>f$:«J£U^RPMI 1 6 
4 Otgift ( P H 7 . 4 ) K*?>g$-t2\ *SltSSS£Jfc*;L 
&#^5%C0 2 >f:y3fi<-:?-4'T'tSgL;ft. Eff^ 

<nmmmmizm LfzmAx\ ig* Losing* ma^et 
iz$m Ltzm. tm&t&mm ( r p b s j tu 

•f . ) TlHJfilS: 3 EIi5t# L . SflBWSW: PBS izmm L 

i o^otti^k^^.ta^o. >u*y-?xim 

CORNAmWSMM f^b7^7? LS IIj 
Sr 1 m 1 -foa&Sn L®S . <! O^iS^fc ^dd*;1, 
AS:S«S:fB«SJtO 0. 2ml8s2lDL. 1 5#S«*P 
f^. *±T5*Sfi^Uv:. m>b-ftMLXBl$.2tl.&± 

isVtzm. *±T*5^-S^Lfc. iS'i>LT±iit£l&£ 
7 5% ( v/v) x?y-;M<$§?Brt*2lHl 

«fc»L. «E9a»L. ffiMm®*tzmMLX . f#12 
5-2Hj i*<5^:RNAB^-S:i#^. ClOH^-Sr— ^ 
kO. 26 0nm{;t3tt-i>©7tJS2:Sl^tTRNAit^ 

[0 0 54] 2*0^*RjStC±ieTil^^:RNA$r 

*ti?ti lust*). mwm!g*zm)}u Lxsumm o 

CD^S.* 10. 1 // 1 t L/c. c:n^<50Si:4RJC^$r 7 
or-C'5^-O^L. *Jh-ttft£l Lfcffc. SStcL^* 1 

5mM MgCl 2 . lOmM hUX-^S^«?S 
(pH8- 3). 50mM KC1. 1. 25mM d 
NTP$7?^ 0. 01/ig/iil ^^^^^ri^ 
f^v-'J^^^fH- 2mM istthUJ) — 
0. 8 7 5f fi/M 1 RNascfyth'^- 

Rx/i o#{a/;u i &m?mmt Ltz. tabu*. 2 5 

•CT-1 0*S. 4 2°CT'3 9°CX'5ftm<7) 

mv®m Ltitk. 4xnzt x^m l a . 

[0055] *Jfet:L*:*»VV ±ie<02*ORie 

h2m&<?>pcRKm. tthh. mk<n&mzi5tfh 

CRfcm UXT. rpcRSliEAj k9o. ) RXf. IX 

fa(Dmm<7y i >r3£ffl&£ 3- v-th cdn AMfrzmti&t 
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-J . ^9%. 8 87bS8 9H (1991¥) £12®$ 

-f ~?-imn$nztni&wimw^2 3 ic^-msE^o 
SMfie&ft ^E^JS^ 2 4 fc^-figSE^Jo* y =or 

4 -7-{iS5>mtCt>ft-SE?i|S-f-2 5 fciictlffiHEfll*) 

^U*f-HT'J5-?3t. PCRSJS^igite. A. BWf 
tli> 1 00k 1 fcLfc. PCRRJSSA&lfBHiSltS^: 
iB«+O*lS»<0*iMEti. Hftlk lOmMKC 

K lOmM (NH 4 ) 2 S0 4> 20mM h'jX- 
&gEH«r?£ (pH8. 8) . 2mM MgCl 2 . 0. 

l%(w/v) MJhyX-100. 10/ig/ml 
^^JMMT^SV. 0. 125mM d NTP 5 y 

•byxr^^fV- % RX/O. 0 2 5m{*L/ul Pfu 

JgftHSIJi. PCRRJEA, Bi:*,^. 9 4x:tim 
6 O-CT 1 7MSI&t/7 2TTC 1 iMaaJSTM >*jl^— 
Y~t&+M 9)l>* 4 0 ®t Ltz. 

[0056] m^pcRBsiij: o . wmzti 

fccDNA $rii^<7)^ y xf - y a — /Uifc^fc: <fc 0 

#ttU *?>-gB£. Xh9fis—>Wl fpCR-Sc 
ript Cam SK { + ) ?o— —V/^ v h j 

W^-fpCR-Script Cam SK 
( + ) j t<7)m£%J&lz&Ltz. 3fc!iRlEli!feK0-g|S 

-Blue MR F ' K a n j ft£ . WtfCOMWmz 

Ltitf^&ftvxm'mmLtz. mm&MLtz*.mm 

3 0/i g/m 1 ^D7A7x-3-;^ttf 

WSttCSMU 3 7«CT*-Bfef?Sig§fL*:. £j£L 
7t30— — S. 3 0/ig/m 1 7a^A7x— 3— ;U2r 
-£tf L ^oxigffitc-eixm^a U 37 "CT— IMS 

rti&mmiizMmLtzbzz. pcRSiSA^i^-r?, 
iiiDN Aamfmiz&if&mfm^ 2 7 tc^-rigs 

E?iJ£. PCRRJ&BKE&^&ilfi&iDNAtiE^m 
-VLT^&^t fimW Ltz . 

[0057] foikwmiRTfnmiztsv&Bigmmz. 

ilS. 4S^O^ffl«Jt^3fflScOCDR^in.-CjiM 



Z t lz£ 0 . %.-7n-ytm r #l 2 5-2H 
mAbj Of£M2itm&fc:i5ttS^fIi£fc. -eil-eix 
fcfctt&C D ROTS -/i»»|<0»S6«rK*«:. *<0*£ 

SEWS* 2 7tCflHBLfcT s sw$&.mz&i-th&2 1 

sua. Ewacfew-sffiai** 2 8izmuLfzT $ y 

D R(i. -etim. E?iJ*tCtJtt&ffi^J#-§-3^M5lC 

*-rr s y ke^ij £ . ^i^fiMtfctt s 3 iswc d r 
\±. zti^tt. ummz&v&w&m^eT&.siZTFt 

#-§-l^»M8(c^-rr$yi!E?'J2r3->'t-^. a>(/ 
y H— V ir#125-2Hj E^^tfOD N A<7)JgSE?"J 

{±. -e^ti. E^m^fc(ti»E?'j##i ubsisi; 

10058] 

[HMfi?lll-3] <^Tf-KS.lX-eiX^3-K-r-?»DN 
A> 

[00 59] 

immmi -3 (a) ] <DNA,a«i.DNAst^ 

O-yUtffc f# 1 2 5 - 2 Hm A b j ^Sgg&tfttgC: 
fctt£^«l&7)Tc=yg?E?iL -r^r^*>. E?"J*^±J 

it&E^M-f - 1 s.t^2 tc^-rr 5 ys?E?'jo— 

0«fc a LTPM ttz . HifeWI 1 - 2 tEtttO* 
SKU^^t. A>f7*'J r#l 2 5-2Hj * 

3fec7)^RNA^pgL. ^RNAS^^OgfcftKJS?!^ 

j£^$r^Stcffl\-\ S'Jffil^PCRRjC. -T^*?*>. E?iJ 
^(cJotti. E?'J#-^ 1 2 lc5jcriSSE?'J£"£-trD N Agf 

xzmm- &tz#><7>Kfe (jar. rpcR^cjtt 
a. ) . at^. E^mtt5tt^E?'j#-^i itc*-f^a 

E^iJO— gp Jr-^W-T D N ABrJV SrilfS-T i. tzUbcoKIto 
(JiTF, rpCRHEDj kf?. ) PCR 
KJSCtcfcV^T. -fe>X7°7-f-7-S.t^T>'^-t>'XT 
7^v-li, **vm, E?im{c±>tt^>E?iJ#^-2 9S. 
3 0 ^-r^SE^iJO^ »; =Oc ^ P^j-f - H SrfflV^ . 

pcRSJEDtcfcwc, ■byx77^v-a^ryft 

3 1 3 2 ^•r«SE3'iJc7) 4- 'J=f*?l^^K£ffl 



(G 3) 100-2 36884 ( P 2 0 0 0 - 2 3 6 8 8 4 A ) 



m^ijHzttzumsLm^&^f^ >u matt*: 

»i. w«ifc % 94*c-ei#ia. 3 5 xrc i 4Ha&tf 

7 2'ct- 1 fi-mcomx'j h-r ?>^£ 3 

Bti'OjELfcfiL 94XX'l#ia. 6 0tt4 5#S^ 
7 2TrCl4HIH 3 2 EM 

DilU *0&4-CT*fia#L*:. 
[0060] 1-2 {Ciea<0^^ Ltzifii X , 

PCRix&C&tf DO&^J: DiMi!£ftrt:DNA£&Jft 
U i$IXL*:DNA£T7*$ K<?*- fpCR-S 
c r i P t Cam SK ( + ) j bnW&W&lZ®; 

u mt&Kmmmx^mmimmmL . wmE&fc* 

L » m^BS*» <c>Sfi8U D N A fcSBR Lfc . y*T 
>«tcJ:04WLT. PCRJ^C&tfDifefcOlfliJU 
DNA^ tft«hS^fc:tttt&fi&|*9l2«>4I& 
SS^iJ&t^^lS-^ 1 1 OttH£i»ll<^>-»**« s *-S - i: 
£«BLfc. PCRJ^C DNAfctWIHi* 
fNdelSVBamHI^ P C R£JSD Etj#60*&j& 
iDNA £$iJEB£3RB a m H I T"SC#ISK5g07*9-X S 
r P ET-3aj ZfflVmmNde I &VB 

t^r^-tr/P fJM109j SefcJBjnBJIU TBWEgl 
ttfcl&fcU i§^*^ffl^^.DNA^SIXt/i. 

rpE s cFv# 1 25-2Hj E?iJ#^ 

91Z7fi-?T$SWlWfflte. Q—ra-ytm f # 1 2 5 

-2HmAbj <OaM(wj3tf|>nJ^®^cor5yS?iE^J 
(iH?iJ#-^-2) „ 7V i>> >B.V-izV V>fi- 

t lx or smmiL mfmmbnmmiz&nz,^ 
mm<7)T^ymm.n (&»§-i ) n*^*> 
^c\<nmx'W&%ixx-%:z>h<?)X'foz>. muz^txo 

l>Z^ lixDNA FpEs c F v# 1 2 5-2Hj 

wr ti . T77nt-; 'J #V- A^iE^'J OT 

ac. mm*} 1 9 izTjk-fi&mmqRx/m 

±a v>tfz\<7)mx'm£Ztix\,^ti. sacLt^vv 

ffl^i. DNA r P EscFv#125-2Hj TX&tt 
K^^JKa^^f-rVh-fe;!^ ITBL2 1 (DE3) P 
Ly s Sj ttSr^WaftL, »f*^fflmi.DNA^A 
3*lfcJWWafttt£»fc. ZWBmmfoZ r EscF 
v # 12 5 - 2 M j i: Lfc . 
[00 6 1] 



IHS60U-3 (b) ] <£mij£8i#K:J:£'0^-Ktf> 
mm> ?%&IZ «fc 0 L/o^{fi+-C*37iCT'iSMT 
-Hftlf*3* Lfc, ^JfeWI 1-3 ( a ) X'&tzB'mmfa 

rEscFv#125-2Hj(0«iftS:. 500ml 
^H^7^XrJ(dpML/t 1 0 0m 160. 5 0jug/m 

1 7>fy'jyai;3 0^g/ml ?D7A7i- 

n-A^tfTrnxtgifefc: l m l ^W^coe 
0 0nmti>ltl.®*Jg (-fe;Mil cm) £®£LO 

sixix-mg&mirtz. mtmwo. s^liz 

■Mrr. v TV \?)v- /3-d -^a=7 9 v 

t5/vH (OT. r I PTGj fcB&fE-f*. ) 

jgo. Ammztth^o\zm^, Bizmztosmmm 

[0062] iSfcHllfr &»*£*MMifc:J: DEMRU 
-8 0X:T'<S^$^c. SC*SiSf*S:8?StU 0. 5M 
S?3ii&tf0. 1M NaH 2 PO 4 £#tf0. 01M f 
^M(pH8. 0) (ITF. mtcro. 5M^S 
)§?0U tf3. ) «U J8*iBaSlLfc«s 3 7*C 
X' 1 «NBHHftLrai«E*«»Lfc. 3&4Ht£J: OMfr 

fc. 0. 5MS^tS^)SL. @ 

tjjymi, 0. 5MS**»rr&i*bT. ^^Ai* 
a**»3t:. as»SA*iB^6. om ^5.1x0. 

1M NaH 2 PO 4 S:^-tf0. 0 1M h»JXig«?g 

( p h 8 . 0 ) x-*imt ttz . s^st lt s#-r 
io/30j 2rfflv\ mtmt upbs^ fflv^y/p 

Jt®^-$r8. 0M J^S^tfPBSl3^LT)tWLT 

»2ml, SfiM^CO^-fiJi^ 1 0 0 m s/m 1 T'$> 

S K^m^cU) ( JUT, ""SDS-PAGEj tf 

9^o^h ><7y<7*f- K£r&79 5 %V±V>1&mX'i£A, 
X'^fz. 
[0063] 

[HJfiCTl -3 ( c ) ] C<7fHCJ:SIL-18<0 
4za#fflO+W> HJS(?IJ 1-3 ( b ) "Clf tz^T^f- V% 
WM^S:, 1 0% ( v/v) ^S/|feiaila?fS:fiiJi.L/v:R 
PM1 1 6 4 0t^ifiT'. 1200. 7200Xt±4 3 2 
OOgML- zn^3fflm<7)l L- 1 84>^Sr^6ffi 

0>j i — i cietKo i l - 1 so^sitg^j^^ft^ tJt 

[00 64] H2fc:5.fefi.&J:'5tc, »fe0«J 1 — 3 



(b) -c»fc^rf-F**H4Hi. *mizfie>ti&. i 

L-l 8<7XkWftmiz£&KG-lfflmtZ&W& I FN 

-rcom&.<r)mmzmmm£mzmmLti. mt^^r 
<r>$mm 1 - 1 nm. 1 - 3 ( c > jcwufcisstti. uss 

m 1 - 3 ( b ) Tiifc^T^- W fit I L- 1 8KflrC 

ysffi^j?)— £-£3rr & .. 1 l- 1 
HT-^sdfc^^trv^. &fz&Lt<7>&imi.. mmm 

1-3 (a) -CH^DNAIi, dcO^HB<0^.7*^-KS:a 

(b) <fc 0 fc. ffi^DNA^V^I^ 

#fc«ircS & -~ t LT . 
[00 6 5] 

immmi-3 (a)] <^r^-h-<oi L-is^it 

ft&%!r£> 1-1 ( a ) fcElfcoaSj-CHl! L£ 

thl L-18Sr^(cL^^'oT 125 It«»U 

0. 1% (w/v ) ^^jfllffr/uySVSr-^tfPBS 
(JiTF. r BSA/PB S j tWo. ) -C*RU 125 
I g&h h I L— 1 8i§tjg#8 n g//z 1 (0 1 25 I MltS 
tM L— 1 8&fg£p§iSLfc. 2*<r)WL&EU£m*ti 
?tHZ^ Zcr>"*immthlL-18mWL0. 5fx 

1 . Rifmsm 1-3 ( b ) xntz , z.omwy*y+ 

H Sr^-f & . 4H=-S#7 2 5 3 0 3f o^/P h Steffi 

RiBfcfc: 3 ,u 1 o B S A/P B S £ . mh—-fj<rMMSL 
J&glZ3ug<7>&mWit. h I L-18Htj3M 1<^>B 

5S*§S£lg ?BS3j <04mM*^^$rJn^T7K±T'30 

#f§i#S LT3HtSJSfc:tJfc L rt: . Zti^tHz 0 . 5 u 1 
<0 1 M h 'jX*gg?g ( p H 7 . 5 ) SrJox 1 5ttl3f#S 

fc. MytMt LTDTT£ffl^&il?g<7>SDS-PAG 

[0066] a3tcm^ix-i.j;dc Jkmmcoi l-i 
(b) x-ntz. ^%±.<7^H-m^}2 5^^y)W><r>c\ 

>cr> l 25 I mmt hi L - 1 8**t> <fc * 1 2* 1 co^fUit 
fUtetfcffifta I L- 1 8«>«Stafc:.fc 

HSfc#]l-3 (b) ^rtKIJtM L-18t 



(*L4) )00-236884 ( P 2 0 0 0 - 2 3 6 8 84 A) 



mmtwzm<&-?& i><nx°$>& z. t amm Ltz . mmwi 
-3(d) tmmi-3 (c> co&m±. ^emm 

^T^-Yif I L- 1 B,\iZ^mmz^^hz\ htCi-oT 

-e^af^fflS-^ftrf s c: t £^ i-^ . 

[0067] 

[HJg0<l2] <^T^-H&l/-C-il5r3->'-r^DNA> 
[0068] 

[HJ6092-1] <DNA, IB#l;iDNA#.ltfgg&& 

ifi-> xmm ttz . & 3 3 tc^-r^ 

0111 -3 (a) tl£fl<7)PCRRmDi:ig-<7)^TP 
CR (UlT, rpcRSJEEj tfa. ) Srffofc. d 
ixtM^UT. HJgfi^ll-3 (a) tie®<0PCRSl5 
C fc lal-O^T'P C R ^->tz . 

[0069] hmw 1^3 ( a ) tcie^o^rat u^** 

ot. PCRR^5C2M/EOjS^^^iti|i$^DNA 
Sr^BXL, ^IXL/cDNASrT^XS Y^??— *pC 
R-Script Cam SK ( + ) j fcOii&RJS 

iSSL. tg*^)*^fflmx.DNA^SIXt?t:. i-'x** 
DNA*v -?-^mffi?m^±>ttl>E?iJ#^ 1 2<7>igg 

s*?ijs.yie^j#-f - 1 1 <nisMW3\<r>--®ztt-t& z t 

ZHmttz. PCRSlBCi5fe<0fflmi.DNA$:^J|JBP 
INdelWBamHIT. P C RRfcE A^Offl^ 
xDNASrflJRBPSBamH I T% HM0IJ1 -3 (a) 
xm^fzyy^S. — 'pET-3aj Sr^JRBP 

tNdel mfB a m H I TiH-ffcL, i^t^^m^ 

mKfet'fs^tz. TsmizLfzw^. mgsu&mmx^m 
mkksm^>VT>b*:)v fjMio9j 

w&Lfz. iSTttismizxvttmLx. Mfr$>$mt 
dna*>\ wfr\mz&vhW9mm ot^-rrsyi? 

^^i:Sr5iI2L. f pEscFv#125-2H. H 

tj fc#&ut. ffi?ij#-f-i oc^-rrsyiiE^s. 

m-^o-Vfit{* r#i 25-2HmAbj COfi^tCfc 

mf^)^frhtchvvi]—h\-,x<r>T<JW&n. n 
$ite<omtiz&ifz,-si$tfmcDT 5 s&m*i ( 

1 ) CO— SB, StXbXf-^'>-^6<iii : Sr^^ie?iJ^\ N 
h Z. OJiT'jiM $ ixT h i> <r>xh h . H 4 tc^ 

•TJ: OlZ^ iii.DNA fpEscFv#125-2 

h. htj ictsweti, T7rnt-^-jti;y,fy- 



(£ 5) 100-2 36884 ( P 2 0 0 0 - 2 3 6 884 A ) 



flttftcUbPlV MiiDNA fpEscFv#125 

- 2 h . htj x\ mmm 1-3 ( a ) x-m^ttmm 

3>efyHr;l/rBL2 1 ( DE 3 ) pLysSjS 

mfmt:. ^<mmmw* fescfv* 125-2 

H. HTj ttis&Ltz. 
[0070] 

immm - 2 ] msmmmzx^r^ Kong) 
mmw 1-3 ( b > iz&v * e s c f v # 

l -2 5 - 2 H j tT . Hi£09 2.-1 <o;fir£ 

TWf«iftfEscFv#125-2H. HTj 

sr 1 0 om 1 ^mmMmx-igmLfc. 3\zm* . mmm 
1-3 (b> izim(?>itti,zLtztf^Tmmwi)frt>mft 

K:'6MSIf^7~>;^'frtr0. I'M MJX-ttMMi 

«(pH7. 0) (JJIT, ^Migg^T-^ 

i-NTATtfu-Xs ( 5m 1 ) <T>i}?MZ%ML. 
6 M&KXT- >i§?£<9f£ , 50mM A 5 ^ 

Jj?ai£-a-tf2 5mM h UX-JaS8lg«ig 
(pH7. 0) ^ffi&LTlfNR^&l&SL*:. 

^7AC2 5 0mM -f § ?Y—)V&3f 6 M ^Ht 
£-£-tf25mM b ( P H7 . 0 ) £ 

M ^5r#tf5 0mM I- V X—i&i&ffliWnG. ( P H 
7.0) T'«6 J&fr<9*IUg 0 . lmg/m 1 fiTFC* 
f^L. 0. 4M L — T)V^~ y*Safg x 2mM E 
DTASr-g-trO. 1M h'JX-liEgfS ( P H7. 
0) (OT. fTEAlflj tf 3. ) t»U4t 
X'm&TLXm;QMftZm±Ztt. I«Mif^3 
IU^OjIL^. lOmM BMKSWOl'*f-3i->'£'£tf 
TEAff«?gfc*tLT4-CT'6BiajgffiL*:. }gtff!$)$: 
^r^&ffiV^TigffiL. $£>KPBS£*rLTjg#r 

L£„ ii?£<D. SDS-PAGEtciO^WL^tc: 

T^-Y*$)9 5%M±cr>im.X'%ts^<r)X'$>-otz. W0x 
[0071] _hSET»fcEHK«jS:. 1 0 % ( v/v ) »> 

j'iftiMtfc-s-tfRPM 1 1 6 4 otgtax-as^ao 

011 1 - 3 ( c ) IZimcO^mz Lfztfr>X IL-18^ 

mmztmLtc. ttz. mm, mmmi-i <b> 03- 

&Tl#7tm-?o->fittt r#i 2 5-2HmAbj £ 

Jbtst n tmi<ot%t&xm&<D&m(Dmm&j£iztc & x 

olz%i%lLXimm\b U IU8HC I L — 1 84>*ai&£ 



[0072] m5tzM.^tn>xoiz. *mmmxi%tz*< 

KG-l fflMlzt$lf & I FN-r<9g£f8^£3&mfiW: 
RMFLfc. m^h^.y^-^cOSDS-PAGEXMMii 

tztLtztirf-mt. m^mizimhmymm oic^-rr 
s ymB^%m±.<r>^f-m (th2e*uyjvv*s) iz 

fit I L- 1 8fitWc±3ft & *I$ffi®(DT 5 y KK^iJi: L 

to. mmzuwhrnvm^i ri/2 iz7jk-tT$.swt 

BE^IO— SBX(2:£T££-WU I L - 1 SO^StfUBS: 
«^fo-r^>. A&WtciiJMSix*:. ^coSSBJO^Tf-b'T' 
&&C:J:£inLT^I>. 05O^{i. 
CTXit^i^Bjco^.r^-h'^ fitl L- 1 8m— 9 n 
F#l 2 5-2HmAb j <7)*5 i-£ 2fg<D*;U 

mmx\ Mfr&mbtwmMoi l- i 8#*«g£#i» 

1 fl^itt: 0 2^0fii]giigi^ft£^-&0£*rU * 

fit^fc|ilSjgtc^«(ci L-i 8 £*#rr M 

Viw. ffi^ij^tcfcttl) iE^iJ#-^ 1 Rlf 2 <T>T S yS!li?iJ 
<0— SBXfi^T *^ I L— 185: tfftrf - H <0A 

wmmmzm>x^mzWi\A%h z. t ^ lt v>& . 

O^rf-h'Srr?— H-r^Cl^BgcJDDNA-C'&O. 

D n A£fflv%&^%B#7K<:r^- KolSg^ic J:tL 

TV>£. ^ri>. HJfe^Jl-3 ( d ) IC^tT IL-18 

izm-zm^azm^fz tz*>. ^mmmco^mx^h 
tih^y^ h t> iai«^ . il-18 iz<mmmiz&-2rr& 
zttmmztifz. 

[0073] 

7fit#:t Lxemmwzcom&^y-j- h»4Jsit<o 
a$\ tr — • x — • 9 — . m22m. 

1 9 77bS2 0 71(1980^) IZim^mzLtz 

m^lL^DNASr^StLT. I^PCRCJ: 0 . ^ 

3- H-r&fflSWJ^^fe* 
SDNA ( rt Mi«^JRia«DNAj i:V^. ) 
4. 5l#«gV%T. HSfem-2£Ka<7)PCR£:jSAC 
mtTPC RSr^TV^. iE5iJ^fc^4ie?iJ##2 7iC±3 
tt4^lBS384#SO@S*>4^4ffi^J£*^SD^^ • 
NA ( rv^XS&gpiJ^TSJgDNAj fc^d. ) 



(£6))00-2 36884 (P2000-236884A) 



■ y ■ xyf ^ftny'-j .^2 17 

27 OfjS.2 791(199 350 fcfS«<7> r*- 

|g^T^fi«D N A<0T»SlCb h$m%ftffl&D N A# 

?<lS:-&-A/C3:6DNA£*§&. — SRH^^-fcL 
t\ fpSV2-neoj (ATCC 37149)^ 

sggfSr a- h"T& D.N ASr^-CSr-Sa^X D N A£f# 

[00 74] -IfttliSiM. I gGcT^^xtdg-rSb 

•T€>^ffi?iJ$r-^tfDNA$r. - fijtW/t*^ r-fe 
„ ^2 9t, 6 7 17^6 7 9K ( 1982^) lZ 

■c. mile r*-A*-7 7r-x^^fyv3yfti £® 

fflLT, 4<lc?)x.^y>'Sr3*^LT^rl»DNA ( i"bb 

mmm 1-2 tcie»«o p c rrjeb cm t -r p c r 

V\ ie^Ct3{tSlI?iJS-f-2 8tcfc(t^mi7 , ;M4 2 
3#B<JDigS*^^r€.E?iI$r*-rSDNA ( ^7-)^! 
«f^DNAj ) .IfL^bhfi 

^S«iSD N A&^^XfiM^fS^D N A £fSM 
fcLT. H>rl5 r*-A-5 7 r-xnf^aySj 
SrMfflLT. ^"7xmgra^«l*DNAC0TgStcbbfi 

£!5£SISi£DNA#ii£!i$fU 5' 5fc3g&tf3' 
^{C©|RBS^|2^|iE^iJ ^-/L-C^r ^> D N A . — 
■fi. 8ffi<7?-bLX. fpSV2-gptj (AT 

cc 37 145) Kt'cDko*. *mmiz}5vz>im 

mWM<VMMftXlffifc?&7-uiz-?-RT//X 

ztit><7)&mTiz®m-?2>mvsmmu 

T-=5r&«8l;LDNA£#&. 

£ 3- b'-f£> D N A £ -e-ft-m-^A/es: tsmi*. d n a 



CHO-K1IKATCC CCL-61)2r£" 

conffUS?) tjtfbtffljfifc: x u ? hn^-y 3 >i£CJ: D 
ff . $mm 1-3 ( c ) CIE^fr&lcfc 0 I L 

- 1 8c^s^fflc7)4»*rtg^iiSrP^-s. mmwia 
mtmt> t> tu:imm±m <o&m- & mmzm&mm;* 
mmt. #— anafcu ^ y ^ m.t^^ymm(o z <r>wn<o 

Sr. iglSBS ^J£*L ootgfl L X , -e<0igli±»a> 

#f.nsj:^£?K<7f Hii, fiti l— 1 8m— ?C? 

-yta#: r # 1 2 5 — 2 HmAb j 

I L - 1 8 <94>;WtiS2: *3SiiWfcLfc 

L. ffl|5|1S<7)I^<i>fL^bh^i®c0#«^Jtfcig««0T 
5yKK^J^W-rSJ;d. *HStW:J;^DNA$:e5^ 

m^tLx^y^Ytm^ixh. $^>c »?<lt# 
tns b bim&coT $ yKtB^Jta^v-i-c . mmnm 
emffimmmmcDvy bvxTzm^xzn&Mmz 

"fML. fit I L- 1 sm-^n-ytn:^ r# 1 2 5-2 

HmAb j <7)T$y^ii^J*^|5l«tLT^ai$ixSS: 

«c^^hJt^L. F#l 2 5-2HmAbji (CiOiS^ 

iLtm&Zft^XoiZZ^ZDNAZ&.&L. 

ixtf. r# 1 2 5 - 2 HmA b j tH®WCPI^tS«g 

^^flH--!. b Mfcfitffc7t*#£>*t.i> . *j6Jfe^tcL^^o 

T^^>ix^^.r^-HMtXC Mfr&'tyf-Vt&giLX 

mg&itsmiz-gmx'h h . 

[0076] 

immM4 ] <?CTJ> ^^ffji: L-Cffl^H^AD 
-X^5S rhwvt-^j Sr 1 % (w/v) -^-tf^a^ 
Hifefi^y 1 2 Lfc*«-9T»fcl v**l 
fray<.-r^- h-£Wk& 1 m g/m 1 tc^r^> i 3 tc^filU 

L^*^rm^ri§{c i o mm Lxmmznrz. 
[0077] Scjgttfcifth/ishftti. ee^^m$r# 

jtmmzk'b Lx^mxhz. 

[0078] 

[HMWI5] <«£tt^»ffi> ^S'JhLT^jL-^o- 
X£ 1 % ( w/ v ) -t-tr^fcSfctS* 10 0ml IC^ife^J 
1 RV2<7yftmz Ltzt^xntz^-nxt^^Tf- K 1 

»Lf^. T^JStc 1 m l 

[0079] ^etcgfi^* n D p{a. ee^E^imsr-i- 
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[0080] 

1. 4% (w/w) &t/"2. 0% (w/w) tcSrS 
i 5 L . HSfc0« i 2 co^ftt Ufc A* -> T »fc 
V rnn/vyzr*- H £J%-(C&£- pH7.2t 
PSLT. 1 gl9<IOfSBJ10^r^K£gjlmg-£tf 

[0081] 8iHttfcS5gttfcflHt3fe*ati. ea&g 

[0082] 

-fc:«£-U »£';h*:fi£«|£«i£fc:J: 9fT«LT»ft 
l£ (&200mg) 3 9£<0WPJ^7*f-K2UM'$ 

[0083] fiflRtt. KJStfcHWl, JfflJB0H§fH3 i>3T 

e b^sess* $■ i>rtstg&&%i& £ fern ■ ^ 

[0084] 

mm <mtt#esc^> satcLfe**oT. 8®^ 

SEQUENCE 



fc. ^ffi^glSCio-C^lmg/kg'?^ 
[0085] 

[ 3MHO»» ] jjJLhKW Ltztio*). Cl OfgHfjti i l - 
1 8«0±a#ffi$r^W^+^irr-l>'<^K<0A^W : 5: 

£-ktsmfimi,zte^x%!&Kfozmi Lswra-*ttR£ 



®»%m. *mk i l- i 8tmmxit 

mu& s &&m%%!&Kf&Dft!%\ iz t -mix-h 
^mtch £ cowm^zr^h Kti. z<mBn<r>mm-%miz 

(owMco^y^- i l - 1 8 izttt&itwm'&m 
mzmtt &tz#x?>wmt lx ^mxhh . 
[0086] zcDwmm< i>mg%ftm&>%:*m'f2> 
miT$>>). m&iznwft&zkmiz§>ttmm<7)$ > & 

ftwx'h&twtz. 

[0087] 
LISTING 



<110> Kabuhiki Kaisha Hayashibara Seibutsu Kagaku Kenkyujo 

<120> PEPTIDE 

<130> 10058804 

<150> JP 177.580/98 

<151> 1998-6-24 

<150> JP 289,044/98 

<151> 1998-10-12 

<150> JP 365,023/98 

<151> 1998-12-22 

<160> 33 

<210> 1 

<211> 108 

<212> PRT 

<213> Mus musculus 
<400> 1 

Asp lie Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Leu Gly 

15 10 15 

Glu Arg Val Ser Leu Thr Cys Arg Ala Ser Gin Asp He Gly Ser Lys 

20 25 30 

Leu Tyr Trp Leu Gin Gin Glu Pro Asp Gly Thr Phe Lys Arg Leu lie 
35 40 45 
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Tyr Ala Thr Ser Ser Leu Asp Ser Gly Val Pro Lys Arg Phe Ser Gly 

50 55 60 

Ser Arg Ser Gly Ser Asp Tyr Ser Leu Thr He Ser Ser Leu Glu Ser 
65 70 75 80 

Glu Asp Phe Val Asp Tyr Tyr Cys Leu Gin Tyr Ala Ser Ser Pro Tyr 

85 90 95 

Thr Phe Gly Gly Gly Thr Lys Leu Ala He Lys Arg 
100 105 

<210> 2 
<211> 113 
<212> PRT 

<213> Mus musculus 
<400> 2 

Glu He Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala 

15 10 15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Asp Tyr 

20 25 30 

Phe He Tyr Trp Val Lys Gin Ser His Gly Lys Ser Leu Glu Trp He 

35 40 45 

Gly Asp He Asp Pro Tyr Asn Gly Asp Thr Ser Tyr Asn Gin Lys Phe 

50 55 60 

Arg Asp Lys Ala Thr Leu Thr Val Asp Gin Ser Ser Thr Thr Ala Phe 
65 70 75 80 

Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys 

85 90 95 

Ala Arg Gly Leu Arg Phe Trp Gly Gin Gly Thr Leu Val Thr Val Ser 
100 . 105 110 

Ala 

<210> 3 
<211> 11 
<212> PRT 

<213> Mus musculus 
<400> 3 

Arg Ala Ser Gin Asp He Gly Ser Lys Leu Tyr 

15 10 
<210> 4 
<211> 7 
<212> PRT 

<213> Mus musculus 
<400> 4 

Ala Thr Ser Ser Leu Asp Ser 

15 
<210> 5 

<211> 9 . 
<212> PRT 

<213> Mus musculus 
<400> 5 

Leu Gin Tyr Ala Ser Ser Pro Tyr Thr 

15 
<210> 6 
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<211> 10 
<212> PRT 

<213> Mus musculus 
<400> 6 

Gly Tyr Ser Phe Thr Asp Tyr Phe He Tyr 
1 5 10 

<210> 7 
<211> 17 
<212> PRT 

<213> Mus musculus 
<400> 7 

Asp lie Asp Pro Tyr Asn Gly Asp Thr Ser Tyr Asn Gin Lys Phe Arg 

1 5 10 15 

Asp 

<210> 8 
<211> 4 
<212> PRT 

<213> Mus musculus 
<400> 8 

Gly Leu Arg Phe 
1 

<210> 9 
<211> 237 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Artificially produced peptide in the form of a single chain 
variable region fragment (scFv) which neutralizes IL-18 
<400> 9 

Glu He Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala 

15 10 15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Asp Tyr 

20 25 30 

Phe He Tyr Trp Val Lys Gin Ser His Gly Lys Ser Leu Glu Trp He 

35 40 45 

Gly Asp He Asp Pro Tyr Asn Gly Asp Thr Ser Tyr Asn Gin Lys Phe 

50 55 60 

Arg Asp Lys Ala Thr Leu Thr Val Asp Gin Ser Ser Thr Thr Ala Phe 
65 70 75 80 

Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys 

85 . 90 95 

Ala Arg Gly Leu Arg Phe Trp Gly Gin Gly Thr Leu Val Thr Val Ser 

100 105 110 

Ala Gly Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly 

115 120 125 

Gly Ser Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser 

130 135 140 

Leu Gly Glu Arg Val Ser Leu Thr Cys Arg Ala Ser Gin Asp lie Gly 
145 150 ••• ••• 155 - ••• •■■ • 160 

Ser Lys Leu Tyr Trp Leu Gin Gin Glu Pro Asp Gly Thr Phe Lys Arg 
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165 170 175 

Leu He Tyr Ala Thr Ser Ser Leu Asp Ser Gly Val Pro Lys Arg Phe 

180 185 190 

Ser Gly Ser Arg Ser Gly Ser Asp Tyr Ser Leu Thr lie Ser Ser Leu 

195 200 205 

Glu Ser Glu Asp Phe Val Asp Tyr Tyr Cys Leu Gin Tyr Ala Ser Ser 

210 215 220 

Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Ala He Lys 
225 230 235 

<210> 10 
<211> 243 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Artificially produced peptide in the form of a single chain 
variable region fragment (scFv) which neutralizes IL-18 
<400> 10 

Glu He Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala 

1 5 10 15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Asp Tyr 

20 25 30 

Phe He Tyr Trp Val Lys Gin Ser His Gly Lys Ser Leu Glu Trp He 

35 40 45 

Gly Asp He Asp Pro Tyr Asn Gly Asp Thr Ser Tyr Asn Gin Lys Phe 

50 55 60 

Arg Asp Lys Ala Thr Leu Thr Val Asp Gin Ser Ser Thr Thr Ala Phe 
65 70 75 80 

Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys 

85 90 95 

Ala Arg Gly Leu Arg Phe Trp Gly Gin Gly Thr Leu Val Thr Val Ser 

100 105 110 

Ala Gly Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly 

115 120 125 

Gly Ser Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser 

130 135 140 

Leu Gly Glu Arg Val Ser Leu Thr Cys Arg Ala Ser Gin Asp He Gly 
145 150 155 160 

Ser Lys Leu Tyr Trp Leu Gin Gin Glu Pro Asp Gly Thr Phe Lys Arg 

165 170 175 

Leu He Tyr Ala Thr Ser Ser Leu Asp Ser Gly Val Pro Lys Arg Phe 

180 185 190 

Ser Gly Ser Arg Ser Gly Ser Asp Tyr Ser Leu Thr He Ser Ser Leu 

195 200 205 

Glu Ser Glu Asp Phe Val Asp Tyr Tyr Cys Leu Gin Tyr Ala Ser Ser 

210 215 220 

Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Ala He Lys His His His 
225 230 235 240 

His His His 
<210> 11 
<211> 324 
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<212> DNA 

<213> Mus musculus 

<400> 11 

gac ate cag atg acc cag tct cca tec tec tta tct gee tct ctg gga 48 
Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Leu Gly 

1 5 10 15 

gaa aga gtc agt etc act tgt egg gca agt cag gac att ggt agt aaa 96 
Glu Arg Val Ser Leu Thr Cys Arg Ala Ser Gin Asp lie Gly Ser Lys 

20 25 30 

tta tac tgg ctt caa cag gaa cca gat gga act ttt aaa cgc ctg ate 144 
Leu Tyr Trp Leu Gin Gin Glu Pro Asp Gly Thr Phe Lys Arg Leu He 

35 40 45 

tac gee aca tec agt tta gat tct ggt gtc ccc aag agg ttc agt ggc 192 
Tyr Ala Thr Ser Ser Leu Asp Ser Gly Val Pro Lys Arg Phe Ser Gly 

50 55 60 

agt agg tct ggg tea gat tat tct etc acc ate age age ctt gag tct 240 
Ser Arg Ser Gly Ser Asp Tyr Ser Leu Thr He Ser Ser Leu Glu Ser 
65 70 75 80 

gaa gat ttt gta gac tat tac tgt eta caa tat get agt tct ccg tac 288 
Glu Asp Phe Val Asp Tyr Tyr Cys Leu Gin Tyr Ala Ser Ser Pro Tyr 

85 90 95 

acg ttc gga ggg ggg acc aag ctg gca ata aaa egg 324 
Thr Phe Gly Gly Gly Thr Lys Leu Ala lie Lys Arg 
100 105 

<210> 12 
<211> 339 
<212> DNA 

<213> Mus musculus 
<400> 12 

gag ate cag ctg cag cag tct gga cct gag ctg gtg aag cct ggg get 48 
Glu He Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala 

15 10 15 

tea gtg aag gtc tec tgt aag get tct ggt tac tea ttc act gac tac 96 
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Asp Tyr 

20 25 30 

ttc att tac tgg gtg aag cag age cat gga aag age ctt gag tgg att 144 
Phe He Tyr Trp Val Lys Gin Ser His Gly Lys Ser Leu Glu Trp lie 

35 40 45 

gga gat att gat cct tat aat ggt gat act agt tac aac cag aag ttc 192 
Gly Asp He Asp Pro Tyr Asn Gly Asp Thr Ser Tyr Asn Gin Lys Phe 

50 55 60 

agg gac aag gee aca ttg act gtt gac cag tec tec acc aca gee ttc 240 
Arg Asp Lys Ala Thr Leu Thr Val Asp Gin Ser Ser Thr Thr Ala Phe 
65 70 75 80 

atg cat etc aac age ctg aca tct gag gac tct gca gtc tat ttc tgt 288 
Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys 

85 90 95 

gca aga ggc eta egg ttc tgg ggc caa ggg act ctg gtc act gtc tct 336 
Ala Arg Gly Leu Arg Phe Trp Gly Gin Gly Thr Leu Val Thr Val Ser 
100 105 110 



(£2) )00-2 36884 ( P 2 0 0 0 - 2 3 6 8 8 4 A ) 

gca 339 
Ala 

<210> 3 
<211> 33 
<212> DNA 

<213> Mus musculus 
<400> 3 

egg gca agt cag gac att ggt agt aaa tta tac 33 
Arg Ala Ser Gin Asp He Gly Ser Lys Leu Tyr 

1 5 10 

<210> 14 
<211> 21 
<212> DNA 
<213> Mus musculus 
<400> 14 

gec aca tec agt tta gat tct 21 
Ala Thr Ser Ser Leu Asp Ser 

1 5 
<210> 15 
<211> 27 
<212> DNA 

<213> Mus musculus 
<400> 15 

eta caa tat get agt tct ccg tac acg 27 
Leu Gin Tyr Ala Ser Ser Pro Tyr Thr 
1 5 

<210> 16 

<211> 30 

<212> DNA 

<213> Mus musculus 

<400> 16 

ggt tac tea ttc act gac tac ttc att tac 30 
Gly Tyr Ser Phe Thr Asp Tyr Phe lie Tyr 
15 10 
<210> 17 
<211> 51 
<212> DNA 
<213> Mus musculus 
<400> 17 

gat att gat cct tat aat ggt gat act agt tac aac cag aag ttc agg 48 
Asp lie Asp Pro Tyr Asn Gly Asp Thr Ser Tyr Asn Gin Lys Phe Arg 

15 10 15 

gac . 51 

Asp 

<210> 18 

<211> 12 

<212> DNA 

<213> Mus musculus 

<400> 18 
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ggc eta egg ttc 12 
Gly Leu Arg Phe 
1 

<210> 19 
<211>711 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificial DNA to code for the amino acid sequence of SEQ 
ID N0:9 
<400> 19 

gag ate cag ctg cag cag tct gga cct gag ctg gtg aag cct ggg get 48 
Glu lie Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala 

15 10 i5 

tea gtg aag gtc tec tgt aag get tct ggt tac tea ttc act gac tac 96 
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Asp Tyr 

20 25 30 

ttc att tac tgg gtg aag cag age cat gga aag age ctt gag tgg att 144 
Phe lie Tyr Trp Val Lys Gin Ser His Gly Lys Ser Leu Glu Trp lie 

35 40 45 

gga gat att gat cct tat aat ggt gat act agt tac aac cag aag ttc 192 
Gly Asp He Asp Pro Tyr Asn Gly Asp Thr Ser Tyr Asn Gin Lys Phe 

50 55 60 

agg gac aag gee aca ttg act gtt gac cag tec tec ace aca gee ttc 240 
Arg Asp Lys Ala Thr Leu Thr Val Asp Gin Ser Ser Thr Thr Ala Phe 
65 70 75 80 

atg cat etc aac age ctg aca tct gag gac tct gca gtc tat ttc tgt 288 
Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys 

85 90 95 

gca aga ggc eta egg ttc tgg ggc caa ggg act ctg gtc act gtc tct 336 
Ala Arg Gly Leu Arg Phe Trp Gly Gin Gly Thr Leu Val Thr Val Ser 

100 105 110 

gca ggt gga ggt gga ggc gga tec ggc gga ggt ggc tct ggc ggt ggc 384 
Ala Gly Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly 

115 120 125 

gga teg gac ate cag atg ace cag tct cca tec tec tta tct gee tct 432 
Gly Ser Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser 

130 . 135 140 

ctg gga gaa aga gtc agt etc act tgt egg gca agt cag gac att ggt 480 
Leu Gly Glu Arg Val Ser Leu Thr Cys Arg Ala Ser Gin Asp He Gly 
145 150 155 160 

agt aaa tta tac tgg ctt caa cag gaa cca gat gga act ttt aaa cgc 528 
Ser Lys Leu Tyr Trp Leu Gin Gin Glu Pro Asp Gly Thr Phe Lys Arg 

165 170 175 

ctg ate tac gee aca tec agt tta gat tct ggt gtc ccc aag agg ttc 576 
Leu He Tyr Ala Thr Ser Ser Leu Asp Ser Gly Val Pro Lys Arg Phe 

180 185 190 

agt ggc agt agg tct ggg tea gat tat tct etc ace ate age age ctt 624 
Ser Gly Ser Arg Ser Gly Ser Asp Tyr Ser Leu Thr He Ser Ser Leu 
195 200 205 
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gag tct gaa gat ttt gta gac tat tac tgt eta caa tat get agt tct 672 
Glu Ser Glu Asp Phe Val Asp Tyr Tyr Cys Leu Gin Tyr Ala Ser Ser 

210 215 220 

ccg tac acg ttc gga ggg ggg ace aag ctg gca ata aaa 711 
Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Ala He Lys 
225 230 235 

<210> 20 
<211> 729 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Artificial DNA to code for the amino acid sequence of SEQ 
ID NO: 10 
<400> 20 . 

gag ate cag ctg cag cag tct gga cct gag ctg gtg aag cct ggg get 48 
Glu He Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala 

15 10 15 

tea gtg aag gtc tec tgt aag get tct ggt tac tea ttc act gac tac 96 
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Asp Tyr 

20 25 30 

ttc att tac tgg gtg aag cag age cat gga aag age ctt gag tgg att 144 
Phe He Tyr Trp Val Lys Gin Ser His Gly Lys Ser Leu Glu Trp He 

35 40 45 

gga gat att gat cct tat aat ggt gat act agt tac aac cag aag ttc 192 
Gly Asp He Asp Pro Tyr Asn Gly Asp Thr Ser Tyr Asn Gin Lys Phe 

50 55 60 

agg gac aag gee aca ttg act gtt gac cag tec tec ace aca gee ttc 240 
Arg Asp Lys Ala Thr Leu Thr Val Asp Gin Ser Ser Thr Thr Ala Phe 
65 70 75 80 

atg cat etc aac age ctg aca tct gag gac tct gca gtc tat ttc tgt 288 
Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys 

85 90 95 

gca aga ggc eta egg ttc tgg ggc caa ggg act ctg gtc act gtc tct 336 
Ala Arg Gly Leu Arg Phe Trp Gly Gin Gly Thr Leu Val Thr Val Ser 

100 105 110 

gca ggt gga ggt gga ggc gga tec ggc gga ggt ggc tct ggc ggt ggc 384 
Ala Gly Gly Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly 

115 120 125 

gga teg gac ate cag atg ace cag tct cca tec tec tta tct gee tct 432 
Gly Ser Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser 

130 135 140 

ctg gga gaa aga gtc agt etc act tgt egg gca agt cag gac att ggt 480 
Leu Gly Glu Arg Val Ser Leu Thr Cys Arg Ala Ser Gin Asp He Gly 
145 150 1 55 160 

agt aaa tta tac tgg ctt caa cag gaa cca gat gga act ttt aaa cgc 528 
Ser Lys Leu Tyr Trp Leu Gin Gin Glu Pro Asp Gly Thr Phe Lys Arg 

165 170 175 

ctg ate tac gee aca tec agt tta gat tct ggt gtc ccc aag agg ttc 576 
Leu lie Tyr Ala Thr Ser Ser Leu Asp Ser Gly Val Pro Lys Arg Phe 
180 185 190 
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agt ggc agt agg tct ggg tea gat tat tct etc ace ate age age ctt 624 
Ser Gly Ser Arg Ser Gly Ser Asp Tyr Ser Leu Thr He Ser Ser Leu 

195 200 205 

gag tct gaa gat ttt gta gac tat tac tgt eta caa tat get agt tct 672 
Glu Ser Glu Asp Phe Val Asp Tyr Tyr Cys Leu Gin Tyr Ala Ser Ser 

210 215 220 

ccg tac acg ttc gga ggg ggg acc aag ctg gca ata aaa cat cac cat 720 
Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Ala He Lys His His His 
225 230 235 245 

cac cat cac 729 
His His His 
<210> 21 
<211> 157 
<212> PRT 
<213> Homo sapiens 
<220> 

<221> UNSURE 
<222> (73) 

<223> "Xaa" means an amino acid of isoleucine or threonine. 
<400> 21 

Tyr Phe Gly Lys Leu Glu Ser Lys Leu Ser Val lie Arg Asn Leu Asn 

1 5 10 15 

Asp Gin Val Leu Phe He Asp Gin Gly Asn Arg Pro Leu Phe Glu Asp 

20 25 30 

Met Thr Asp Ser Asp Cys Arg Asp Asn Ala Pro Arg Thr He Phe He 

35 40 45 

He Ser Met Tyr Lys Asp Ser Gin Pro Arg Gly Met Ala Val Thr He 

50 55 60 

Ser Val Lys Cys Glu Lys lie Ser Xaa Leu Ser Cys Glu Asn Lys He 
65 70 75 80 

He Ser Phe Lys Glu Met Asn Pro Pro Asp Asn lie Lys Asp Thr Lys 

85 90 95 

Ser Asp He He Phe Phe Gin Arg Ser Val Pro Gly His Asp Asn Lys 

100 105 110 

Met Gin Phe Glu Ser Ser Ser Tyr Glu Gly Tyr Phe Leu Ala Cys Glu 

115 120 125 

Lys Glu Arg Asp Leu Phe Lys Leu He Leu Lys Lys Glu Asp Glu Leu 

130 135 140 

Gly Asp Arg Ser He Met Phe Thr Val Gin Asn Glu Asp 
145 150 155 

<210> 22 
<211> 157 
<212> PRT 
<213> Mus Musculus 
<220> 

<221> UNSURE 
<222> (70) 

<223> "Xaa" means an amino acid of methionine or threonine. 
<400> 22 •• • . 

Asn Phe Gly Arg Leu His Cys Thr Thr Ala Val He Arg Asn He Asn 
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15 10 15 

Asp Gin Val Leu Phe Val Asp Lys Arg Gin Pro Val Phe Glu Asp Met 

20 25 30 

Thr Asp lie Asp Gin Ser Ala Ser Glu Pro Gin Thr Arg Leu He He 

35 40 45 

Tyr Met Tyr Lys Asp Ser Glu Val Arg Gly Leu Ala Val Thr Leu Ser 

50 55 60 

Val Lys Asp Ser Lys Xaa Ser Thr Leu Ser Cys Lys Asn Lys He He 
65 70 75 80 

Ser Phe Glu Glu Met Asp Pro Pro Glu Asn He Asp Asp He Gin Ser 

85 90 95 

Asp Leu He Phe Phe Gin Lys Arg Val Pro Gly His Asn Lys Met Glu 

100 105 110 

Phe Glu Ser Ser Leu Tyr Glu Gly His Phe Leu Ala Cys Gin Lys Glu 

115 120 125 

Asp Asp Ala Phe Lys Leu He Leu Lys Lys Lys Asp Glu Asn Gly Asp 

130 135 140 

Lys Ser Val Met Phe Thr Leu Thr Asn Leu His Gin Ser 
145 150 155 

<210> 23 
<211> 43 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide as sense primer to amplify a cDNA 
fragment coding for an antibody light chain variable region 
<400> 23 

actagtcgac atgaggrccc ctgctcagwt tyttggmwtc ttg 43 

<210> 24 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide as antisense primer to amplify a cDNA 
fragment coding for an antibody light chain variable region 

<400> 24 

ggatcccggg tggatggtgg gaagatg 27 
<210> 25 
<211> 36 
<212> DNA 

<213> Artificial Sequence 

<220> • 
<223> Designed oligonucleotide as sense primer to amplify a cDNA 
fragment coding for an antibody heavy chain variable region 
<400> 25 

actagtcgac atggratgga gckggrtctt tmtctt 36 
<210> 26 
<211> 28 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide as an ti sense primer to amplify a cDNA 
fragment coding for an antibody heavy chain variable region 
<400> 26 

ggatcccggg ccagtggata gacagatg 28 

<210> 27 

<211> 407 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (1)...(407) 

<220> 

<221> sig peptide 
<222> (1)...(60) 
<400> 27 

atg agg gcc cct get cag att ttt ggc ttc ttg ttg etc ttg ttt cca 48 
Met Arg Ala Pro Ala Gin lie Phe Gly Phe Leu Leu Leu Leu Phe Pro 

15 10 15 

ggt acc aga tgt gac ate cag atg ace cag tct cca tec tec tta tct 96 
Gly Thr Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser 

20 25 30 

gcc tct ctg gga gaa aga gtc agt etc act tgt egg gca agt cag gac 144 
Ala Ser Leu Gly Glu Arg Val Ser Leu Thr Cys Arg Ala Ser Gin Asp 

35 . 40 45 

att ggt agt aaa tta tac tgg ctt caa cag gaa cca gat gga act ttt 192 
He Gly Ser Lys Leu Tyr Trp Leu Gin Gin Glu Pro Asp Gly Thr Phe 

50 55 60 

aaa cgc ctg ate tac gcc aca tec agt tta gat tct ggt gtc ccc aag 240 
Lys Arg Leu He Tyr Ala Thr Ser Ser Leu Asp Ser Gly Val Pro Lys 
65 70 75 80 

agg ttc agt ggc agt agg tct ggg tea gat tat tct etc acc ate age 288 
Arg Phe Ser Gly Ser Arg Ser Gly Ser Asp Tyr Ser Leu Thr He Ser 

85 90 95 

age ctt gag tct gaa gat ttt gta gac tat tac tgt eta caa tat get 336 
Ser Leu Glu Ser Glu Asp Phe Val Asp Tyr Tyr Cys Leu Gin Tyr Ala 

100 105 110 

agt tct ccg tac acg ttc gga ggg ggg acc aag ctg gca ata aaa egg 384 
Ser Ser Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Ala He Lys Arg 

115 120 125 

get gat get gca cca act gta tc 407 
Ala Asp Ala Ala Pro Thr Val 
130 135 
<210> 28 

<211> 412 - 
<212> DNA 

<213> Mus musculus ..... - • -. ; 

<220> 
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<221> CDS 

<222> (1)...(412) 

<220> 

<221> sig peptide 
<222> (1)...(60) 
<400> 28 

atg gga tgg age ggg ate ttt etc ttc etc ctg tea gga cct aca ggt 48 
Met Gly Trp Ser Gly lie Phe Leu Phe Leu Leu Ser Gly Pro Thr Gly 

15 10 15 

gtc cac tct gag ate cag ctg cag cag tct gga cct gag ctg gtg aag 96 
Val His Ser Glu lie Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys 

20 25 30 

cct ggg get tea gtg aag gtc tec tgt aag get tct ggt tac tea ttc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe 

35 40 45 

act gac tac ttc att tac tgg gtg aag cag age cat gga aag age ctt 192 
Thr Asp Tyr Phe He Tyr Trp Val Lys Gin Ser His Gly Lys Ser Leu 

50 55 60 

gag tgg att gga gat att gat cct tat aat ggt gat act agt tac aac 240 
Glu Trp He Gly Asp He Asp Pro Tyr Asn Gly Asp Thr Ser Tyr Asn 
65 70 75 80 

cag aag ttc agg gac aag gee aca ttg act gtt gac cag tec tec ace 288 
Gin Lys Phe Arg Asp Lys Ala Thr Leu Thr Val Asp Gin Ser Ser Thr 

85 90 95 

aca gec ttc atg cat etc aac age ctg aca tct gag gac tct gca gtc 336 
Thr Ala Phe Met His Leu Asn Ser Leu Thr Ser Glu Asp Ser Ala Val 

100 105 110 

tat ttc tgt gca aga ggc eta egg ttc tgg ggc caa ggg act ctg gtc 384 
Tyr Phe Cys Ala Arg Gly Leu Arg Phe Trp Gly Gin Gly Thr Leu Val 

115 120 125 

act gtc tct gca gee aaa acg aca ccc c 412 
Thr Val Ser Ala Ala Lys Thr Thr Pro 

130 135 
<210> 29 
<211> 27 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> Designed oligonucleotide as sense primer to amplify a DNA 
fragment containing the nucleotide sequence of SEQ ID N0:12 
<400> 29 

gtcatatgga gatccagctg cagcagt 27 
<210> 30 
<211> 43 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide as antisense primer to amplify 

a DNA fragment containing the nucleotide sequence of SEQ ID NO: 12 



(£9) 100-236884 (P2000-236884A) 



<400> 30 

gaggatccgc ctccacctcc acctgcagag acagtgacca gag 
<210> 31 
<211> 50 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide as sense primer to amplify a DNA 
fragment containing a part of the nucleotide sequence of SEQ ID 
NO: 11 



43 



<400> 31 

tggatccggc ggaggtggct ctggcggtgg cggatcggac atccagatga 
<210> 32 * 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide as ant i sense primer to amplify 
a DNA fragment containing a part of the nucleotide sequence of 
SEQ ID NO: 11 
<400> 32 

ccggatcctt attttattgc cagcttggtc c 
<210> 33 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide as antisense primer to amplify 
a DNA fragment containing a part of the nucleotide sequence of 
SEQ ID NO: 11 
<400> 33 

tggatcctta gtgatggtga tggtgatgtt ttattgccag cttgg 



50 



31 
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Term *litr2F> Amp TVtf^U yffi&M&F? 

ori XmmiZ&tf&lgMm* T7term T7^-S*-^- " 

[01] [02] 




[03] [04] 
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F^-A(##) 4B024 AA01 AA11 BA44 BA80 CA04 

DAOl DA02 DA05 EA04 GA11 
4B064 AGOl AG27 CAOl CAIO CA11 

CA19 CC24 DA03 
4C084 AA02 AA06 AA07 BA44 CA53 

DA39 DA59 MA66 NA03 ZB072 

ZB082 ZB112 
4C085 AA13 AA14 BB17 DD62 GG02 

GG03 GG04 GG05 GG08 
4H045 AAIO AA11 AA20 AA30 BAIO 

CA40 DA76 EA22 FA72 FA74 
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